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Box No. I Basis of the report 

1 . With regard to the language, this report is based on the international application in the language in which it was 
filed, unless otherwise indicated under this item. 

□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 andfor 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 



Description, Pages 

1-14 as originally filed 

Claims, Numbers 

1-10 received on 25.09.2004 with letter of 22.09.2004 

□ a sequence listing and/br any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4. □ This report has been established as if (some of) the amendments annexed to this report and listed below 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4. applies, some or all of these sheets may be marked "superseded . » 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 
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Industrial applicability (IA) 
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2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No. VII Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 



Form PCTyJPEA/409 (January 2004) 



INTERNATIONAL 
REPORT ON 
(SEPARATE SHEET) 



PRELIMINARY 
PATENTABILITY 



10/551479 

JC09 Rec'd RCT/PTO * 3 S EP 2005 



International application No. 
PCT/EP2004/0031 09 



D1 
D2 



DE-A-2004099 
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I. Present claims 1 to 8 are in particular characterized by the fact that the reaction of 
alanine wi h a dialkyl oxalate under non-acidic conditions is carried out without the 
presence of an added base or an added alkanol. 
Such a process is neither disclosed in D1 nor in D2: 

D2 can be considered as the closest prior art document since it discloses the 
preparation of the same product. The process of D2 differs from the presently 
claimed one by the fact that alanine is reacted with the oxalic acid in the presence of 
an alkanol During this reaction alkyl-N-formyl alaninate as side product is produced. 
In the process according to present claims 1 to 8 a dialkyloxalate is used as reactant 
and the presence of an alkanol is excluded. 

D1 disclos3s the reaction of an amino acid (alanine being mentioned) with a 
carboxylic acid ester, whereby oxalic acid dialkylesters are not disclosed nor 
mentioned. This reaction of D1 is carried out in the presence of equimolar amounts of 
an organic base. In the process according to present claims 1 to 8 dialkyl oxalate is 
used as reactant and the presence of an added base is excluded. 

The subject matter of present claims 1 to 8 is thus novel over said prior art (PCT 
Article 33M). 

The process of present claim 1 proceeds via the appropriate N-alkoxaly-alanine 
which is prepared in situ as intermediate of this process. 

The process of present claim 9 which is directed to the preparation of N-alkoxaly- 
alanine dif ers from the process of D2 by the fact that the product of the claimed 
process is N-alkoxalyl-alanine whereas D2 discloses the preparation of N-alkoxalyl- 
alaninates in the presence of an alkanol. 

The process of present claim 9 differs from the process of D1 by the fact that D1 
does not mention the preparation of N-alkoxalyl-alanine nor the use of a 
dialkyloxal ate as educt nor the given reaction conditions. 

The subject matter of present claim 9 is thus novel over said prior art (PCT Article 
33.2). 
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The compounds of present claim 10 is not disclosed in any of the prior art documents 
D1 or D2. [0 

The subject matter of present clairn^^ is thus novel over said prior art (PCT Article 
33.2). 

II. In view of D2 and the prior art cited on pages 1 and 2 of the description the 
underlying problem can be defined by the provision of a process where the formation 
of salts is suppressed and where the formation of the alkyl-N-formyl alaninate as side 
product is suppressed as well. 

This problem has been solved as shown by the examples by the use of a 
dialkyloxalate as reactant under non-acidic conditions. 

Neither D2 nor D1 addresses the problem of formation of salts or of alkyl-N-formyl 
alaninate as side product. There is thus no hint in any of these prior art documents to 
be found leading to the process of present claims 1 to 8. 

The process of present claim 9 is directed to the preparation and isolation of the N- 
alkoxaly-alanine intermediate. There is no suggestion nor hint to be found in D1 or D2 
leading to the specific reaction parameters given in claim 9. 
The subject matter of present claims 1 to 9 is thus considered to be based on an 
inventive step (PCT Article 33.3). 

III. Although novelty of present claim 10 is given an indication of problem being solved 
by the provision of the compound of present claim 10 is missing. 

In the absence of a problem which has been solved by the provision of the compound 
of present claim 10 no inventive step can be acknowledged. 
The subject matter of present claim 10 is thus considered not to be based on an 
inventive step (PCT Article 33.3). 

IV. Industrial applicability of present claims 1 to 10 is given (PCT Article 33.4). 

V. The description is not in line with the claims on file (Article 6 PCT). 
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Claims 

1. A process for the manufacture of alkyl N-alkoxalyl-alaninates, alkylO-CO-CO- 
5 NH-CH(CH3)-CO-Oalkyl, which comprises reacting alanine with a dialkyl oxalate under 

substantially non-acidic conditions, the reaction being carried out without the presence of 
an added base or added alkanol. 

2. A process according to claim 1, wherein the dialkyl oxalate is a di(d.8-alkyl) 

10 oxalate. 

3. A process according to claim 2, wherein the di(Ci-a-alkyl) oxalate is a di(Ci- 4 - 
alkyl) oxalate. 

15 4. A process according to any one of claims 1 to 3, wherein the molar ratio of 

alanine to dialkyl oxalate is from 1 : 2 to 1 : 10. 

5. A process according to claim 4, wherein the molar ratio of alanine to dialkyl 
oxalate is from 1 : 3 to 1 : 6. 

20 

6. A process according to any one of claims 1 to 5, wherein the reaction is carried 
out at a temperature from 120°C to 200°C. 

7. A process according to claim 6, wherein the reaction is carried out at a 
25 temperature from 135°C to 160°C 

8. A process according to any one of claims 1 to 7, wherein the reaction is carried 
out in such a way as to ensure that as much as possible of the alkanol produced during the 
reaction remains in the reaction system either by carrying out the reaction under 

30 atmospheric pressure with cooling of the vapour phase of the reaction mixture to promote 
the return of the alkanol into the reaction system, or by carrying out the reaction at 
elevated pressure in a closed system. 

9. A process for the manufacture of N-alkoxalyl-alanine which comprises feacting 
35 alanine with a dialkyl oxalate under substantially non-acidic conditions wherein the 

reaction is carried out under atmospheric pressure in the presence of an organic base by 
heating the reaction mixture for 4 to 12 hours, preferably for 6 to 10 hours, to a 
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temperature below the boiling point of the organic base, which, depending on the 
employed organic base is from 60°C to 160°C, preferably from 80°C to 120°C, most 
preferably from 90°C to 110°C, thereafter removing any low boiling organic base from the 
reaction mixture by distillation and isolating the desired N-alkoxalyl-alanine obtained as 
5 the major product. 

10. N -Ethoxalyl-alanine of the formula C 2 H50-CO-CO-NH-CH(CH 3 )-COOH. 

*** 
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